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Table 1. Hr VamtkS orr SV'.NJ'HKPIi.:' VCHTiUL'y hi: oath u to Fltlt-TiKAlivoi v 


iVjdicln 

->v. 

.4 . 

- < 

j ic-Jlir 

0 20 ■ 

0 70 

it-Mt 

Pic-TUr-Biik 

0:30 


0-53 

i’ic-Thr-Biit-ITo 

; . o-is'-' 

'o-ad ■ 

' 0'M 

Fic Tlir-B«i2-T’ro-i b'uncpj r* 

.0-10 

0.61 - 

0-011 

Pitf- Tar Ti'.it-IT.j- 1 Ktn.fptH'-Bip Bi.<>gly. 

0-34 - 

. im 

0'5»i 

Flc-TJir--Ofi'ljcKly; • 

0-30 . 

0-50 

0U2 

1 hr-But 

0 03 

o-ir. 

0-18 

Thr -Put Pro 

•o -ir». 

.-'•0-23 

020 


0 32 

: 0:-2 

0 21 

j '»AHi-• pit p-l l l :i*g IV 

0:51 ' 

11-50 

0-30 

P i i>—i'l liyly 

:,i>33 

o oo . 

0T7 

PI-'- Bly 

0-75 

on 

(J W 

Pio-Tiu-OIy 

. 0 -4* 

o r.r> 

■ 0-10 


The. lolltovUig ubhrcvlut.loiH &rn iiawl: Pic, ^hyiroxypicoliaiu add; Tbr. 

I, thr-.-oain-c; But, i> 'j-uzninobutyriu acid; Pro, L prrtlimu Diimcplit, j, piira- 
<l:rr,' MiyUmrio -V-ni 1 -t Ji y 1 phoiij'lii 1 fvtiin t; Pj jj , 4~vxoi>ip : jcolic acid ;■ Vhegly, 

L 'vplifjnylslyrim^ Cilyglycine. /?j,. : 1 'y by tl’.in-lay*jr chro^iaiograi'ihy i.-u 
k i I j 1' .■<».: I 'a Ith me Uni no). ji~. : )by paper cinematography uit.li Imkmoi- 
acvi.ii.- <-i:uhw:iU. r (7-t : Ry by paper dirojuatogrriphy with 1 hoajii >1 

alcohol-jjyr id me-water (3b-55-GO). '■ 

Imoar hoptapoplido isoiti‘ spending to the opening of th.o 
nlorcmont ioned cyclic lactone, and several oligopeptides, 
as indicated in Tibbie 1. have boon■ synthesized 1 . 1 • : 

The searcl l for tho motixbolit.es in urine wua porfoniied. 

• a*3 follows: _ " , 

(1) IVor the :m( ratioformed constituent I,n 

This investi^-it.-ion was carried out by thin-layer and 
paper c lu ‘ to t in. t o g rap hy as well as by bio assay 12 . 

(2) For compounds arising from possible degradation of 
the et/cfopopiide. 

The search for the amino- in‘idK win* performed by 
chromatography of the- ufinos by means-ol* a Tocbnicdii 
n.uDoma.tic- nrni no-nek! "i.nalyscr. . Synthetic; mii.ino-acids 
and urine collected immediately before the -ingestion of 
pristinumycin wore used for reference purposes. 

The fifeiw, of peptide^ which .could-occur from oJchvh^o - 
of the cyc/opopt.idc, was 'carried out by two techniques: 
paper ol'Q'Olnat.ograpliy wo.s used tor comparison oi uiine-s 
witli blanks containing synthetic 'pnp<and thin-tayor 
chromatography on silica gel \va? used for- a syst-eum fh-. 
search.-for‘popMelos. Cojvipirro-tive ehniTrintogramss’ of the 
■ urin os i o t'ir in v es t i gi ttod. blanks, in id urines with at Ido d 
pristmamyein, wore developed. Parallel areas wm-o cut 
out on each [''late, silica gel corresponding to c.ibch >ur»u. 

. w&s- coll exited mid eluted and the oliuilii was hydrolysed. 
Qudntitnf^Wj assays of tlie hydrolysates word• then per¬ 
formed in order to dol.-omiiun the presence-or absence of 
peptide* :md to evaluate their 'qualitative cumpntdrion. 

(:>) For modified hydrolysis products. 

The results ot the foregoitig investigation suggested i hut 
u. search be ma le for compound* the structure of which 
resulted from j). modification of tin: nu-mb elites derived 
from the cs/ctopoptidi.;. Piipir chromatography, especially 
on anion exchange paper, was used lor this work. 

A complete survey of the urines of volunteers, who- 
ingested 4 g of pristinamydiri over IV2 h in four adrninw 
t.riitibnSj gave the foil owning result:-: 

(1") About I D per out. of constituent J.i of pristirnwnycin 
wits excreted without trahsfnniinrion. 

(~) 5s f> single amiim-intitl derived from poivd.um.nt l.i 
wins exorofted in uny fk'hx.'tahlu amount in urine. 

■;3) 5m p'-|>1 i.le nietabolifn could Jjo identified by eom- 
pitrison With the «y n fhofic 'peptide* listed in Table I. 
T}i':Wv inched.. Hi'* 1 incur Jio.ptupeptit.li.> w-}ii<:}i v.vmUl ri-suli 
froTiJ opr-rjuit' l iin macrolaci and I'.orroap.'/ntl lo 
'■ni:Oi\.T ichI liy.t l’oK ..Cra.gjncrnl s of consl iuionf Ij. 

(■ll if.• vs 1 '.v: i’, sojTi.i m./tnbolitoscuuid. bo dotcclo.l in 
small luuoiitus; ultra-violot. absorption and .lluornnof-m'i. 
sliovyed that thny y.’.:>-|. r..luted to ij-hydioxypiooliuic acid. 
Ttio main product was identified lis a- derivative oi" 
3-h-ydroxypicolinylglycino, but oven this peptide dis¬ 


appears from .li*- ui iii-- .1 h aft.er fho. absorption .it j. ri. i i nv 

myein. 

(.1. JCU.I.MS 

B. TeklaUs " 

• I. V. i'll-IMAS . 

I.rtbovaioictis do Reelwrelies .Jo la .Soviet o des 
Ibsiucs Cliimitjuns Khtmo-Poulr-nc, 
a Vitry-sur-Seino (.Seine), Kwmc». 

I n 1 i*j r*.?-1*oitl^nc, S..A., ITcjn:li patent l.GOl.StT- Cruno.UT.-Jihil). 

- T’rijprhcii'.mii, ,T , Bdl:>o; A.;Cium-r.-iiUc, Y. arnVYmi'l^c, i*., (All. AmJ: 
An , /‘ariit,200, tSOi!’ < limr»>. 

3 Tiarbi-r, M , and WrUorwc-rth. IS, Jirit. Med. J., 003 (l^C-f)- 
1 j-j riav'..'f. t'. v Coiar, C. r Thibnwl. M., JuU;ii, U., arid ]\1.vn:w p 1» 

7 h'}c-piutiyiss:, 30, I3;(tll02). 

fc Uuloriib, ic, and relkmr-. ,T., Aomin? Thfrawutiqttft, 33,.; I 11 jwirj, 

9 narbom, Semainz TfiJrape’iti-'i'.tc, 3S. 47» (IIjO::). 

7 .fanlii/ii, M.., HrLLnrt !>., TU:rmmd, A-. (Uid .Jliclnd-iji'iniul. V.. $>>rO.ii'e 
Thcra-j<euti<pte. SS. 12;» (lii02). 

:l iiormicT, T. and T’.onrwi, it.it'ftJrttMiTiinjii.?' ?.?>, i 11 vcv . 
e Slhf.iilcli, A., Aonaiiif .77: ernpeutifjue, 38. US (1 SMS2j.. 

tJ Ei^-'V^od, l ? , Spoil, ij.. iuid T'»0iJ, A., \f, (.'hrn, i'w.j 1221:0 i JiMiO). 

II J?iti'iH.. G. r 'i'drlaiii, B., ivltd TDaViUiA, J. 1’’. (ti> be ]j>iIiHs1h rij. 

li Dubod. >f . and C. i(«» 


•Signr'itcance of'Smoking.f.n O.nvestijafcio.-j;; of-'. 
UirSaapy.lSsicreCion. ifistes tsf. 0.ml*n3s k: Man 

It. llie dotwmiiu.uon of aiTL|>}).iUiiniit<: ( Tr. fi min) by a 
gas-li'i'.iid (dironvvt.ograpliic mt't.liod 1 , ini midii-final pnak 
(Tn 2(i vtw observed in oxiriiets l'iom nrinr of 

some tmt not a!] subjuctB; only subjoet.s who siimk,...J gave 
this Ini-ler peak. Jh smokers,, large (lilTerenres wore ob¬ 
served in the : apparent ej-nphetinuino' r■.>:at.0111 of tlio 
urine dotenriinod by a metliyl ori.r.gi.i i.xnr.plexine moL.lmd 

(using 1 ; 2 diclxlorootliutio- as i-ho extract ing -mlvont, a 

so]\en J . wash wiill-borax }/ 1f 0■ - ;,irl ns 1 . :v.-.r. 11 :i! . r ;,vi 
at 540 ltiijl), and tho amjilif.il nritine content flel.e'inineil by 
gaa-liipiid clnonmtogmphy 1 (It’ig. 1). 

Tlie additional component with'a Tit of 2C min in ilm 
urino of smnkffrs was s1iov.il i-o lie nicotine by ga.s -li'iuid 
vhioinn.toc.raj,by, thin-layer <:hromatoj^niphy mid also by 
t tio infra-red spectrum of Llie isolate. I base. 

The sum of the amphetamine content raid ill.; .lieotit-.o 
• cont-cut, both determined by gas-liquid cJironvitoorapliy. 
gave values enrnpin'uble to the ‘njjparent amphetimune’ 
eonl oiil delermined by I lie methyl orange toehniqu... 



Source: https://www.industrydocuments.ucsf.edu/docs/zyvj0001 



;‘in 4 



no .4993 July m 1965 N AT 

The forrr'.^ricm of complexeswith u"iet.hyl orftngo is u 
eonuT.only uso-t-T rnotliod for tho ciol urniirtotiun oi .xiviiuop 
in' uririft and other biological fluids 1 - 6 . Hmvn vw, t-horo 
supiils to bo little iindication that only non-smokers-liavo 
hivri nsriit. for irivostig.itions in man, although -t has been 
reported 2 that nicotines .complexes with the dyo .in t-lio 
methyl ivra.tifo'! t.ochniquo. Wolmvo found that in many of 
the diverse methyl orango-methurte 4 ’- 1 ' the niiiptuit'- ixisthyl 
orange complex partitions into the. organic phuso and thus 
mtoriVros with the dotermitmtion of u'miiiPS ’in- biological. 
fluiiLs (tv-these methods. 

Using a .gag-liquid, hhromutographic niotlidd fur fin: 
dctorminrilion of liicoliuc. v.'« foiliid that tlj* rate ol 
nicotine exurol.ion in urine is inlluoncod hy. Iho j)II of tho 
lirinh (set; .also. ref. if). Subjects -smoking 20 cigarettes 
a day nr. fairly-.regular.'intervals excreted 0-1-4-It (mean 
pi!i , 11 ' uicotiiio- pet min under normal oou. lit,ions, 
0-4-1I1-0 (mean 5-0) c.g iiicol-iiu* per min when tile urine 
was acidic after the oral administration of arnmnnitim 
chloride, and loss, than 01 ug/min when the urine ww 
Alkaline after tho oral ad'niiniiHtration ol sodium 
hie Arl.oi.t.te. 

Usually ‘blank’ values for urine by the methyl m ango 
method are obtained before tho method is used for the 
def.nmiiimtiOTi of drugs in unno. Obviously tho ‘btu-iik’ 
value for a smoker will cleptj'id on his stnolting habits and 
the. ? ’l 1 of tho urir.rt at the time of collection ; this value 
i:\ii-y have little tfigtiificiuictt when applied as a correction, 
at- the time of tho dct-orrninntion of the drug. 

ft. is our opinion (hat smokers should not he used in 
urine excretion iiivostigntiors of' basic drugs unless 
nicotine. has lioen shown not. to interforowith the assay 
p roeeduio adopted. 

One of us (M. K.) thunks the Medical Koseurch Council 
lor II grunt. 

A, H. Kkckbtt 
. it. Kmvi.ANn. 

E. J, Tv.mos 

School of Pharmacy, 

CholsnA College of .Scionce uiid Technology, 

Munroria Eoud, 

London, S.VV.Ih 

1 3V-cki.'tt-, A. 11., mill IUnvln:nl- M'., J. Thatm. Fh jrin'jml ,\7, .Oil (IS-llj). 

1 (U'U.li.v, A. O., iiti'i SillLdhlni:. Art/\l. CArri.,23. 770 f I tip l). 

* l.’rodtr, fl, It, nrri' iul; s., unit Pill, Wf, J. ate. Chad.. ICS, !tlo ClO-17'i. 
4 Chaptiun. I-' tt., Shi-ii PV, K. t■., amt tn [l iAl'II, J. A., Ciiaa/J. J/ -1. Alter. J 

81. no di'-.a) 

* tv ay, J-.. t,., ft^i.naiui Ituii'.l, ciii-t Glulblc, A. I., J. t'/m unpi'i 1 ' , 91, j Vif (j'.U 7). 

4 j.UIiili, M. ti., jt.jwy O. 0., Sr.miUHk, K., jiuiienTl ti:. U. C., anj Cr.-.wl.ioi, 

-U. A., din. -Srt., 19, Ip 1 !. I (lOi",?). 

7 Lite;, 31 M . KraU. It 1.., uDii iX-Ilkmil, A.. ■/. P'larinnrS'L . llkj. 1-1 ( 11-39). 

5 W.ty, It 1 ., Siitil',, C V., il'mi Afi-tt>-3lay, W. T 3 ., ,}. Pharmatol-, St, set 

iiain). 

“ Hnujj, 11, B., and Lanicn, i’. S., t, i'Snr»i««ir. Jyip. Thfrnp., 7G.2r.fi (Ki-1'2), 

KioSogical E !a!f-lives of the Aritibiotjc 
Uncarrtycin Observed in Repetitive 
Experiments in the same Subjects 

Some informal-iAn, ou-.t-lw disVippp>irun«e hidf-timc of 
liheomyoin. (tho ivg'r*UTc<;l 1 Hide-rnark of the Tpjohu 
Company is ‘Lirte-ociif) lifts boon reported by. Ma, Lira ;md 
'Nodino 1 and by Wagner and Ahvay'b 

Wo now wish in import biologirai half-lives of lira: oinyein 
(■=;1.:> mated from sertirn levels obtained after oral nrlrmnU- 
f rati on of li neomycin hydrochloride‘in dotted equivalent to 
O-b g iincomyciii !>«>.♦-:. Tn thn*r exporiinerits L If and LIT) 
dose.i wf.u'c i'/. 1 nijij.i:-('Oi"i.■ 1 1 td> tho fitkiiio pane] of six tidnif. 
majo sr.iycr-Te: at. 0. .7, 2JS, Sfl, 8'1 and hi days... Tn. experiment 
IV a ytajH-l nf sixfoon airlult-rrmlo .-nbjoci.n ruuuived dt.*:-ius 
wbik ii.j.ui/ L. r I abi*y I JiAiA the foruiid&tioipiS and i lici.r 
cod-? utuuVi'.-i:"'- le.od ia.tlvs IVj’.ir cxpcL'iinoiitb. 

Jl x peril r ioi 1 1-3 1J, III aud 1 V wer* cross-ovoi* stud i-::-s i fi 
which hall the. Kubjtft.s voyoivod ono, lonnvjlidion and 
iho nfbor h.alf toaoived the? o(hc?r formulation t.ho fij-st. 
wHt; the fomnilai-joils- being reversed with respect to 
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subje'.d.'j t h*i next week. In t?acli exp-crinje-iit blood sample:* 
v. eiti obi aitied at /.oro lime (jiibt before adjniniidraf.ion) 
and u( 1 -fn -h 4cl, fy >>, I0 t 1 J and 14 h. aft^v arUuivji^i rat ion. 
iXTum wos . cotl(';eted and frcKCn. Anti bio I ie eoiiot?ntm* 
lions in serum wore delenniued by tbe diffusion 

iiH't J iod vvith-VurcuaJ Lutc.a A'.l.CO t'-M J. as tho t-cyt o.rynruTm. 
Tl jo mot 1 1 <jf.i wa3 tl 10 ^tand nid cytindor plati'»'i-ocodi.w'o of 
Henke- <■>(■ nl.'\ a-s modib.-d. \>y Va.vva. < t nhh 

b)ix.appi'i\Tf'LTi<■ rate constants were ealeulatod. in. t-ho 
ns uni way 5 by plotting tho sorviov IovoUt. against- tim<? 
on .somilogurifhmio grnpli paper. All temima.l points 
\vliii4i AjfpoiirF.d randomly distribut.O( 1 aVtnut a stjaight 
line wore used. Tho method of least squares was employed 
Jin THTvT "1620’ rr*n»put.iVr progruinmu. Tiu? c.{iinpMl.oL v 
converted tdie serum levels to tiioir logarit-hnis (base I IN 
and printod nut. the slope ot tho Inapt, scpiares lino. .Division 
of the slope into 04401 (log^ij gave the biological hnlf- 
life. ti 

Tho b in logical half-live^. Calculrtlcd from sornm levels 
obsor v rd in repot itivo s t.udics iri zh e ?amo ?i v subje o. ts a re 
shown, in Table 2. 

The biological. half-lives caldulatod. fmru . serum, levels 
observed in Jkcporiineiil IV aiu shown in' Table 3. Tho 
median half-life is 4-S li, which agrei.v fpiito well with the 
overall niodian half-life of 4 G h obtained in tho other 
three experiments! 

Analysis of tho data shown in Tables 2 and 3 provides 
lit-lde, if tiny, ovidonce that- tho biological half Inc (if 
Jinoomyem clinrigos signitioa-utly witli t-imb u hou repetitive 
oral flo^(-s are ihvon rd. worikly oj’ less fio'|uord. irit.o,rvii]K* 

M a, Tim and Nodi no 1 repoitcd a •■longer disa[-poarauco 
half-timrs c.f lincojuvirin aft-ov the Inst dose, 'ban that 
observed after the lirsfc dose, when lineomycin hydro¬ 
chloride was adminisrorod. intramnsculftrly every 111 or 
i!4 ; i to ) i u i i utn s ub j he t.s' on a, i 11 ul t i pi e - «I o '«' j i ogi me if. Tho 
dill ere nco in apparent average liaU-livcs wits not tgt-ai.ist i- 
eiifty significant, but they suggest*>:l- Lliftt “turtlior studied 
or tho further analysis of a vail a b)(-.. lata .should be canicd 
out* elucidating this point-' 5 . 

.However, 'disn.pp.noj’lmco rate-i’ and “lialf t-ifiles' ri>|x>rl.c-d 
by these authors following multiple (loses wore estimated 
fjoiii sejTim corK.'ontrations eibsorvod at 1 and b or .1 and 
*d4 li a.ft r adminisiuvd ion. Our analysis of Iinonmyoin 
Scrum i eve Is fedlowing intrami iftrulnr adininistratieOi indi- 
eiihos thud, 'part of the do so is id usorbed OV;.V >1.1. I.osf. :i, I ’A h 
period. II unci’. Ala, him and Nodi no dsf imal.-od half-lives 
fj-orn i.livta containino point'-!, in the ahxu'ptmn-TitY.iio 
distributh ru pbfiuSG, and not really a snl. of point:-, randomly 
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